Background: The magnitude and direction of association of low-density lipid cholesterol (LDL-C) with diabetes mellitus (DM) might differ by hypertensive status, but there is limited epidemiological evidence in China. Methods: We examined the association between LDL-C levels and DM in 9892 participants with hypertension using logistic regression. Participants were stratified into three groups according to LDL-C levels (desirable, borderline high or high), then further divided into quartiles. Restricted cubic spline regression models, subgroup analysis and interaction tests were also conducted to evaluate the shape of association.
Background
The number of adults with diabetes mellitus (DM) worldwide was estimated to be 366 million in 2011 and is expected to reach 552 million by 2030 [1, 2] . The International Diabetes Federation has estimated that 50% of adults with diabetes are undiagnosed [3] . DM is also highly prevalent in China and is a great disease burden [4] . Lowering low-density lipoprotein cholesterol (LDL-C) has been considered to be essential in preventing cardiovascular disease [5] . However, statin therapy has been associated with a slightly increased risk of DM despite unknown clinical significance. [6, 7] The relationship between statins and DM is also subject to "reverse epidemiology" or the "risk factor paradox" observed in obese or geriatric populations [8, 9] . In China, low LDL-C levels appeared to associate with an increased risk of intracerebral hemorrhage [10] , while high triglycerides (TG) associated with a decreased risk of cognitive decline and daily activity, as well as an increased risk of frailty and mortality in elderly [11] . Meanwhile, data from representative cross-sectional studies in the USA and Spain indicated an positive association between LDL-C levels and body mass index (BMI) only in lean individuals [12] . Moreover, lipid paradox have been observed in hypertensive populations [13] [14] [15] . In addition to obesity, hypertension may also affect cholesterol metabolism, but the impact of LDL-C on DM occurrence has received less attention, particularly among patients with hypertension.
Methods

Study design and participants
We enrolled 10,322 participants over 18 years of age who were included in a registry of hypertensive patients in Dongguan, Guangdong, China in 2015. A total of 9892 patients with a complete set of data were included in the analysis. The present study complied with the ethical principles of the Declaration of Helsinki and was approved by the institutional medical ethical committee at Guangdong General Hospital, Guangzhou, China. All enrolled participants have provided written informed consent.
Collection of participant data
A structured questionnaire was administered by trained staff to obtain participants' age, sex, smoking status, alcohol consumption, medical history including coronary artery disease (CAD), DM, and stroke, and medication history including the use of β-blockers, calcium channel blockers (CCB), angiotensin-converting enzyme inhibitors (ACEI) / angiotensin-receptor blockers (ARB), and statins. Participants' height, weight, waist circumference (WC), systolic blood pressure (SBP), diastolic blood pressure (DBP), fasting blood glucose (FBG), total cholesterol (TC), triglycerides (TG), low-density lipoprotein cholesterol (LDL-C), high-density lipoprotein cholesterol (HDL-C), estimated glomerular filtration rate (eGFR), and BMI (kg/m 2 ) were assessed. eGFR was calculated as 186 × Scr − 1.154 × age − 0.203 × 0.724 for women; Scr is serum creatinine (mg/dL). Following the 2010 Chinese guidelines for the management of hypertension [16] , hypertension was defined as SBP ≥ 140 mmHg, DBP ≥ 90 mmHg, and/or use of antihypertensive medications within 2 weeks of enrollment. Participants were considered to have DM if they had previously been diagnosed by a registered medical practitioner, and/or had used hypoglycemic drugs within 2 weeks, and/or had a baseline FBG ≥ 7.0 mmol/l. Dyslipidemia was defined as TC ≥ 6.2 mmol/L (high TC), and/or TG ≥ 2.3 mmol/L (high TG), and/or LDL-C (high LDL-C) ≥ 4.1 mmol/L, and/or HDL-C < 1.0 mmol/L (low HDL-C), and/or use of lipidlowering medications [17] .
Statistical analysis
Categorical variables were reported as numbers and percentages and compared by the χ 2 test. Continuous values were reported as means ± standard deviation and compared using the Kruskal-Wallis test or one-way analysis of variance. Logistic regression was used to estimate the association between LDL-C level and DM in all participants. The study participants were stratified into three groups by their LDL-C levels, namely desirable (< 3.4 mmol/L), borderline high (3.4 to 4.1 mmol/L) and high (> 4.1 mol/L) as defined according to the 2016 Chinese guidelines for the management of dyslipidemia in adults [17] . Logistic regression was used to estimate the odds ratios (ORs) and 95% confidence Intervals (CIs) of DM in each group. Logistic regression was also used to calculate the p-values for trends of the quartiles in each LDL-C concentration. We have built 3 regression models for each stratum of LDL-C concentration. Model 1 only included LDL-C concentration, model 2 was additionally adjusted for age and sex, and model 3 was additionally adjusted for smoking status, alcohol consumption, history of CAD and stroke, use of β-blockers, CCB, ACEI/ARB, statins, BMI, WC, SBP, DBP, TG, HDL-C and eGFR. The shape of association between LDL-C levels and DM was examined by restricted cubic spline regression models. The interactions of LDL-C level with age, sex, smoking, alcohol consumption, history of CAD or stroke, statin usage and BMI were evaluated by interaction tests. Multiple imputation based on five replications and a chained equation method using the R statistics "mice" package was used to account for missing data with 1234 as a random number seed [18] . P values less than 0.05 were considered statistically significant. R 3.5.1 (https://cran.r-project.org/mirrors.html) was used for all statistical analysis. Table 1 shows the demographic characteristics of the 9892 participants stratified by their LDL-C levels. The participants included 4921 men, and were 62.9 ± 13.7 years of age, 23.7% of them had DM and 58.7% had dyslipidemia. Participants with LDL-C concentrations ≥4.1 mmol/L were on average older in age, higher proportion being women, and had higher WC, SBP, TC, TG, HDL-C, and FBG values, higher prevalence of DM and CAD, and lower baseline eGFR than participants with LDL-C concentrations 3.4-4.1 mmol/L. Participants with LDL-C concentrations < 3.4 mmol/L were younger in age, had higher FBG, lower WC and SBP than participants in other two groups, and higher prevalence of DM or CAD.
Results
Participant characteristics
Association between LDL-C and DM
Logistic regression found an inverse association between LDL-C and DM but the association was U-shaped after stratification when including LDL-C as a continuous or categorical variable. For participants with LDL-C concentrations < 3.4 mmol/L, there was an inverse association between the lowest quartile of LDL-C and DM likelihood in all regression models when using the highest quartile as referent. For participants with borderline high LDL-C, the highest quartile of LDL-C associated with a lower DM prevalence comparing with the lowest quartile. In participants with high LDL-C concentrations, the highest quartile of LDL-C associated with a higher DM likelihood comparing with the lowest (Tables 2 and 3 ). The p-value for trend was significant in all regression models except for model 3 of participants with borderline high LDL-C. The results of a restricted cubic spline regression shown in Fig. 1 revealed a U-shaped relationship of DM prevalence with increasing LDL-C after adjusting for all covariates.
Subgroup analysis
The associations between LDL-C and DM likelihood were stratified by participants' age, sex, smoking status, alcohol consumption, history of CAD or stroke, BMI, and statin use (Table 4 ). In patients with desirable LDL-C levels, the inverse association between LDL-C and DM was significantly modified by age and history of stroke (p for interaction both < 0.05). In participants with high LDL-C levels, the positive association between LDL-C and DM was modified by the use of statins (p for interaction = 0.049). Table 2 and Additional file 1: Table S1 shows that imputation of missing covariate data did not lead to any substantial changes in the results of the analysis.
Discussion
The present study revealed a U-shaped association between LDL-C levels and the chance of DM among hypertensive participants in China. Among participants with desirable LDL-C concentration and aged over 60, LDL-C was protective against DM. Among participants with high LDL-C concentration, LDL-C increased the likelihood of DM even with the use of statin. The applicability of reducing LDL-C as much as possible may vary by age, stroke history and the use of statin.
The inverse association between LDL-C level and DM among participants with desirable LDL-C concentration may be related to statin therapy. Statin therapy was associated with a 9% increased risk of incident DM, with the effect being stronger in older individuals [6] . Inhibition of 3-hydroxy-3-methylglutaryl-CoA reductase (HMGCR) increases the expression of LDL receptors in many tissues and promotes transmembrane cholesterol transport. This alteration in cholesterol transport may be involved in the pathogenesis of diabetes [19] . Nevertheless, after stratifying by the use of statin, multivariable logistic regression found that the relationship between DM and LDL-C was not affected by statins. Genetic studies have shown that the incidence of new-onset DM is associated with low LDL-C levels [19, 20] , which are consistent with a previous finding that patients with familial hypercholesterolemia were less likely to have type 2 diabetes [21] . In addition, overexpression of Niemann-Pick C1-like 1 (NPC1L1), an inhibitor of the LDL-C transporter, may suppress gluconeogenesis. In contrast, inhibiting NPC1L1 by ezetimibe, a lipid-lowering agent, may increase gluconeogenesis [22] . Overweight and obesity may have influenced the associations between LDL-C and the likelihood of DM. The average BMI of our participants with desirable LDL-C concentration was approximately 25 kg/m 2 . Insulin resistance is physiologically linked with body weight gain, while statins was also associated with increased BMI and body weight gain hence the incidence of DM in a previous study [23] . It was also reported that LDL-C decreased among participants with BMIs > 27 kg/m 2 [12] , indicating that the reverse relationship between decreased LDL-C levels and DM in participants with desirable LDL-C levels may have been associated with high BMIs. Adipocytes are passive energy storage tissues that produce adipocytokines that protect against the establishment of insulin resistance in the liver and skeletal muscle. Obesity or insulin resistance may result in decreased lipid deposition leading to consistent reduction in LDL-C particle formation [24] .
Moreover, age may have affected the relationship between LDL-C levels and the chance of getting DM. Changes in TC, TG and LDL-C levels that occur in the geriatric population have been inversely associated with all-cause mortality. The association might be a result of decreased cellular antioxidant capacity and LDL-C production described in the free-radical theory of aging (FRTA) [25] [26] [27] [28] . However, the relationship between LDL-C levels and DM in geriatric populations has not been reported. We found a inverse association between LDL-C and DM in older, hypertensive participants with low LDL-C levels, but it is not clear whether FRTA can account for this relationship.
Hypertensive patients with LDL-C levels ≥4.1 mmol/L had an increased chance of having DM. A longitudinal study in Iran found that a high LDL-C level was significantly associated with increased risk of new-onset DM, which is consistent with our results [29] . In this study, the impact of higher LDL-C levels on DM likelihood was stronger in participants who were using statins than in those who were not. The result indicates that the increase of prevalent DM in participants using statins may not have been associated with decreased LDL-C levels. The association between LDL-C levels ≥4.1 mmol/L and an increased chance of DM may result from an interaction of health status with changes in metabolism. The physiology of that relationship needs further investigation. The main strength of our study is that we fitted restricted cubic spline models to demonstrate a U-shaped association between LDL-C levels and DM. However, the limitation of this study was the use of cross-sectional data. Further longitudinal studies are needed to verify the associations that we found. Secondly, there might have residual confounding effects because DM is a multifactorial, heterogeneous disease. Thirdly, findings in this population is not generalizable to people with different ethnic backgrounds and disease status. Fourthly, we did not assess different types of DM and how it might relate to cholesterol metabolism.
Conclusion
This cross-sectional study found a U-shaped relationship between LDL-C levels and the likelihood of DM in a Chinese registry of hypertensive patients. LDL-C was protective against DM in patients with concentrations of LDL-C,low density lipoprotein-cholesterol, CAD, coronary artery disease, BMI, body mass index, OR, odds ratio; CIs, confidence Intervals model adjusted for age, sex, smoking, alcohol consumption, history of CAD, stroke, consumption of β-blockers, calcium channel blockers, angiotensin-converting enzyme /angiotensin-receptor blockers, statin, BMI, systolic blood pressure, diastolic blood pressure, TG, HDL-C and estimated glomerular filtration rate
